A lthough the incidence of cardiovascular disease (CVD) has decreased in many high-income countries, the burden of CVD in low-and middle-income countries remains high. 1, 2 Intensive primary and secondary prevention efforts are important to reduce the burden of CVD in low-and middleincome countries because CVD has large economic and public health effects. 3 In this context, the identification and treatment of persons with high risk of a cardiovascular event in the future are key components of CVD prevention. 4 Many risk assessment tools have been developed to stratify asymptomatic persons, especially for short-term risk (eg, 10 years). [5] [6] [7] [8] Nonetheless, a large proportion of those who are considered to be at low risk for CVD in the short term may have clinical characteristics that place them at risk for a CVD event long term 9 and thus may represent an important concern for public health planning.
Current guidelines recommend stratifying asymptomatic persons based on their short-term and lifetime predicted CVD risk. 10, 11 This approach to CVD risk stratification has been evaluated in China 12 and India 9 and in US South Asian participants 13 but has been limited in Central and South America. [14] [15] [16] Previous studies in populations from low-and middle-income countries used the ATP III risk assessment tool, 9, 17 which includes only coronary heart disease as an outcome. 18 The clinical guidelines developed by the American Heart Association (AHA) and the American College of Cardiology (ACC) recommend the use of the atherosclerotic CVD Pooled Cohort Risk Equations, which predict risk for fatal and nonfatal ischemic heart disease and stroke events. 19 The objective of this study is to estimate short-term and lifetime predicted CVD risk using baseline participant information from 2 population-based longitudinal studies in Peru and to compare short-term and lifetime CVD risk across socioeconomic status (SES), assessed by education, wealth index, and place of residence.
Methods Study Participants
We identified eligible participants in 2 Peruvian longitudinal population-based studies: the CRONICAS cohort study (n=3619, baseline conducted in 2010-2011) and the PERU MIGRANT study (n=989, baseline conducted in [2007] [2008] . The CRONICAS cohort study aimed to assess the prevalence and incidence of cardiometabolic and pulmonary diseases among populations living in distinct urban or rural patterns in 3 Peruvian settings: Lima, Tumbes, and Puno. All participants were aged ≥35 years and were full-time residents of the area. The PERU MIGRANT study was designed to investigate the differences in CVD risk factors between rural-to-urban migrant and nonmigrant groups. This study was performed in participants aged ≥30 years from the rural site of Ayacucho or the urban site of Lima and rural-to-urban migrants from Ayacucho residing in Lima. In both studies, participants were sex and age stratified, singlestage random sampling was used, and only 1 participant per household was enrolled. Study design, fieldwork, and laboratory details of both studies have been described previously. 20, 21 We excluded participants with past history of ischemic heart disease, defined as self-reported diagnosis of myocardial infarction, unstable angina, or stable angina by the Rose angina questionnaire, 22 and those with past history of stroke.
Risk Factor Definitions
Hypertension was defined as systolic blood pressure ≥140 mm Hg or diastolic blood pressure ≥90 mm Hg, diagnosis by a physician, or use of antihypertensive medications. Dyslipidemia was defined as total cholesterol level ≥200 mg/ dL or as low high-density lipoprotein cholesterol <50 mg/dL in women and <40 mg/dL in men. 18 Diabetes was defined as fasting glucose ≥126 mg/dL or use of diabetes medication. 23 Current tobacco use was self-reported and defined as having smoked at least 1 cigarette in the previous 30 days.
Short-Term and Lifetime Predicted Risk Stratification
Short-term predicted risk was defined as the 10-year calculated risk of having a first atherosclerotic CVD event, which consisted of a nonfatal myocardial infarction, a fatal or nonfatal stroke, or a coronary heart disease-related death. This was estimated for all participants using coefficients of the Pooled Cohort Risk Equations, defined in the 2013 ACC/ AHA Guideline on the Assessment of Cardiovascular Risk, which included age, total cholesterol level, high-density lipoprotein cholesterol, systolic blood pressure, use of antihypertensive medication, current smoking status, and presence of diabetes mellitus for each sex. 19 High short-term risk was defined as a 10-year predicted risk for an atherosclerotic CVD event of ≥7.5%, as recommended by 2013 ACC/AHA guidelines. Participants with low short-term predicted risk (<7.5%) were assigned to categories of lifetime risk based on risk-factor profiles using the existing algorithm developed from the Framingham Heart Study cohort. 24 Low predicted lifetime risk was defined as having all optimal risk factors or ≥1 nonoptimal risk factor, whereas high lifetime predicted risk was defined as having ≥1 elevated or ≥1 major risk factor (Table 1 ). This definition is based on clinical relevance because those with at least 1 elevated risk factor have a calculated lifetime risk for CVD ≥39%. 25 Participants were then classified, using these 2 risk assessment tools, into 3 groups: low short-term and low lifetime risk, low short-term and high lifetime risk, and high short-term predicted risk.
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Excluded Patients
Due to the specifications of Pooled Cohort Risk Equations, we included only participants in the age range of 40 to 79 years without past history of ischemic heart disease or stroke. Participants with missing values for age, systolic blood pressure, total cholesterol, high-density lipoprotein cholesterol, history of antihypertensive treatment, or current tobacco use were also excluded from the analysis.
Statistical Analysis
We used summary statistics to describe each predicted risk group by their demographic characteristics. The proportions of participants in each predicted risk group and the corresponding 95% CIs were estimated independently for men and women. The differences in proportion of participants within each predicted risk group were compared across age range, level of education (highest level reached), possessions weighted asset index (in tertiles), and place of residence (urban or rural). Multiple parameters could be used to assess SES, including educational status and wealth index based on asset possessions. 26 All sites included in the CRONICAS and PERU MIGRANT studies were located in low-SES areas; however, levels of poverty varied across and within sites, allowing for individual participants to be properly grouped in context by wealth index and educational attainment.
To compare the distribution of CVD risk strata across level of education and wealth index, as measures of SES, and by place of residence, we used logistic regression-separately for each CVD risk stratum-adjusted by each variable (highest educational level, wealth index tertiles, or location, respectively) and by age. Binary outcomes were presence or absence of each CVD risk stratum. We used Stata version 12 (StataCorp LP) for all analyses. This study was approved by the institutional review committee at Universidad Peruana Cayetano Heredia. All study participants gave informed consent.
Results
Overall, 4608 individuals were enrolled in both baseline surveys of the CRONICAS cohort study and the PERU MIGRANT study. Of the total 4608 participants in the 2 cohorts, 788 were excluded due to age, 526 due to past history of ischemic heart disease or stroke, and 389 due to missing data. Data from 61 subjects who were participants in both studies were included in this pooled cohort only once to avoid duplicate information. A total of 2844 participants were included in the analysis. Participants had a mean age of 55.9 years (SD 10.2 years), and 50% were men (Table 2 ).
In the aggregate population, the prevalence of participants classified as high short-term risk was 34.4% (95% CI 32.7 to 36.2), with a prevalence of 50.1% (95% CI 47.5 to 52.8) in men and 18.7% (95% CI 16.7 to 20.8) in women (Figure) . Among participants classified as low short-term risk, 54.0% (95% CI 51.7 to 56.3) were in the high lifetime CVD risk category. Most CVD risk factors were most prevalent in the high short-term predicted risk group, although dyslipidemia was most prevalent in the low short-term and high lifetime risk group (92%).
Only 23.1% (95% CI 20.5 to 25.9) and 1.2% (95% CI 0.3 to 3.0) of participants in the youngest (40 to 49 years) and oldest (70 to 79 years) age groups, respectively, had all optimal risk factors. Prevalence of the optimal risk profile was significantly higher among participants with the lowest (14.9%) compared with the highest educational level (12.9%). Prevalence was similarly higher among those in the lowest (17.3%) compared with highest (12.1%) wealth index tertile and among rural (24.2%) compared with urban counterparts (12.0%) (P<0.01).
With regard to participants with low short-term and high lifetime predicted risk, 25.1% (95% CI 22.4 to 28.0) and 2.7% (95% CI 1.8 to 4.0) in the youngest age subgroup had ≥1 Dyslipidemia: TC ≥200 mg/dL or HDL-C <50 mg/dL (women), HDL-C <40 mg/dL (men). Hypertension: SBP ≥140 mm Hg, or DBP ≥90 mm Hg, or diagnosed by physician or taking antihypertensive medications. Diabetes: fasting glucose ≥126 mg/dL or taking diabetes medication. BMI indicates body mass index; SBP, systolic blood pressure; DBP, diastolic blood pressure; HDL-C, high-density lipoprotein cholesterol. *n for total, men, and women.
elevated and ≥2 major risk factors, respectively, whereas none of the participants in the oldest age subgroup had these risk profiles. Participants within the lowest wealth index and from rural areas had significantly lower prevalence of these risk profiles compared with the highest wealth index and urban counterparts, respectively (P<0.01).
In contrast, almost all participants in the oldest age group (96.5% [95% CI 96.2 to 99.3]) were classified as high shortterm risk. This risk profile was found to be significantly higher in the lowest (40.9%) versus the highest (30.5%) educational groups, in the lowest (37.2%) versus the highest (34.9%) wealth index tertiles, and among urban (35.3%) versus rural (30.4%) participants (P<0.01) ( Table 3) . Results were generally consistent by sex (Table 4) .
Discussion
We found a relatively high proportion of participants classified as high short-term and high lifetime risk in a Peruvian population-based sample. A major finding of our study suggests that short-term and lifetime risks are not necessarily interdependent; specifically, the latter can be high even if the former is low. The chief implication of this finding is that approaches to prevention need to be global and target specific.
More than one-third of participants in our study were classified as high short-term CVD risk; more than half of those participants classified as low short-term predicted CVD risk, who would not likely be candidates for pharmacotherapy based on current guidelines, were classified as high lifetime CVD risk. Moreover, a higher proportion of participants were classified as high short-term and lifetime risk in low SES and urban settings, compared with high SES and rural settings, respectively. These overall findings are consistent with results from India and the United States. 9, 27 In addition, a relatively small proportion of participants had all optimal risk factors (12.7%), which are far from optimal for population CVD prevention efforts. In fact, only 23.1% had this optimal risk profile in our youngest age subgroup (40 to 49 years). These findings suggest potential to identify targets for future public health intervention because maintaining a healthy lifestyle throughout young adulthood has been shown to be associated with a low CVD risk profile in middle age. 28 
Distribution of Risk by Socioeconomic Status: Education and Wealth Index
We found that levels of education and wealth index had inverse relationships to short-term risk but direct relationships to lifetime risk. A study in India found a similar association between educational level and short-term risk. 9 The relationship between SES and CVD incidence and risk factors has been well established, [29] [30] [31] [32] [33] [34] and it is recognized that wealthy, educated, and urban people are most affected. Several risk factors, however, such as unhealthy food and tobacco use have become more available for mass consumption, leading to a transition in which all social classes are affected. Based on our findings, we may hypothesize that in Peru, this transition may have started by having a greater initial impact on short-term rather than lifetime risk.
Although CVD-related mortality has declined steadily over past decades, socioeconomic disparities have not. Similar to developed countries, developing countries had CVD risk factors more frequently in persons with high socioeconomic status in the past. 35 With social and economic development and ongoing epidemiological transition in these countries, these risk factors have become more prevalent among persons with lower SES. 35 Our findings suggest that in Central and South America, there is a need to direct CVD prevention efforts to communities and persons with low SES. 39, 40 and is predicted to increase. 41 Consequently, an increasing proportion of the population will likely face increased CVD risk.
Clinical Implications
The cutoff point for high short-term risk definition has been lowered from 10% (ATP III) to 7.5% (Pooled Cohort Risk Equations), 19 thereby increasing the proportion of persons with predicted high short-term risk. Despite this decrease in the number of persons classified as low short-term risk, a great proportion among them are at high lifetime risk. Exposure to high levels of risk factors over a lifetime promotes the development and progression of atherosclerosis. 42 Those with low short-term but high lifetime predicted risk have been found to have greater subclinical disease compared with those with low short-term and lifetime risk. 25 This suggests a potential benefit from aggressive prevention efforts in patients with this risk profile; however, this approach has yet to be rigorously tested. Therapeutic strategies based on lifetime risk can be troublesome because of the uncertainty of safety and efficacy of use of statins for ≥10 years and the lack of data on long-term follow-up of randomized clinical trials >15 years or treatment of persons aged <40 years. 10 Nonetheless, reliance on only short-term risk estimates, as recommended by previous ATP III guidelines, may be limited because any single risk factor can produce significant cumulative damage if left untreated for many years. Consequently, lifetime risk assessment is particularly relevant for young patients, in whom attention to only short-term risk-very often found to be low-may discourage initiation of or adherence to lifestyle modification and treatment. 24 
Strengths and Limitations
This study uses diverse geographical settings at both low and high altitudes. In addition, this report may well be one of the earliest in Central and South American populations to use the recently published Pooled Cohort Risk Equations and one of the first to combine evaluations of short-term and predicted lifetime CVD risk in the region. Similar to the lifetime risk estimation tool, the Pooled Cohort Risk Equations assess total CVD as an outcome, which has been demonstrated to be more clinically relevant than only coronary heart disease events. 43 In addition, the lifetime risk algorithm used in this study yields a better remaining lifetime risk for CVD in comparison to Kaplan-Meier cumulative incidence. 24 This study also has important limitations. Scarce evidence exists to support the validity of cardiovascular prediction tools in Central and South America. 16 In fact, Pooled Cohort Risk
Equations have been shown to overestimate risk in non-US populations. 44 Neither short-term nor lifetime risk algorithms have been validated or calibrated for Peruvian populations. Moreover, risk assessment tools are thought to overestimate risk in Central and South American populations, 16 and there
are not yet Peruvian, or general Central and South American, cohort studies with 10 years of follow-up to validate and recalibrate risk assessment tools.
Conclusions
In 2 Peruvian populations, about 1 in 3 persons has a high estimated risk of developing an atherosclerotic CVD event in the next 10 years. Among the low short-term risk group, which would not otherwise be considered for pharmacological therapy, a substantial proportion of participants were classified as high lifetime predicted CVD risk, suggesting that the profiles of short-term and lifetime risks are not necessarily interdependent. The chief implication of this finding is that approaches to prevention need to be global and target specific. Vulnerable persons, particularly those from low-SES and urban areas, are more likely to be classified as high short-term CVD risk. These findings demonstrate the need for comprehensive strategies for CVD prevention in Central and South America that target low-income communities.
